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AB The present invention relates to novel crystalline forms of 

2, 3-dimethyl-8- (2-ethyl-6-methylbenzylamino) imidazo [ 1, 2-a] pyridine-6- 
•■■carboxamitie * mesylate-^ Further; 1 v the "present^ in vehtf'ion ■»al*s'6*^ ,slriw -* - 
relates to use of the compound for the treatment of gastrointestinal 
disorders . Thus, 2, 3-dimethyl-8-.(2-ethyl-6- 

methylbenzylamino) imidazo ( 1, 2-a ) pyridine- 6-carboxamide (I) was prepared by 
the reaction of 8-amino-2, 3-dimethylimidazo ( 1, 2-a) pyridinecarboxamide-HBr 
with 2-ethyl-6-methylbenzyl chloride in the presence of Nal and K2C03. I 
was then treated with methanesulf onic acid in n-BuOH to give the 
mesylate salt. The mesylate salt was dissolved in MeCN 

and MeOH, and after concn of the compound to give the Form A. The product 
was characterized by x-ray diffraction. 
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AB Claimed is a method for modulating ion channel activity in a warm-blooded 
animal comprising administering to a warm-blooded animal in need thereof, 
^ -'^an' effective-am^^ ; n" -- ; 0v^-2> 3; ^X 1 " ■ a ^^fect!^^^ 

bond, C(R3):CH, CR4R5-Y (wherein Y = a direct bond, 0, S, Cl-4 alkylene) ; 
R2, R15, R16, R18 = Br, CI, F, C02H, H, HO, CH20H, methanesulf onamido, 
N02, S02NH2, cyano, CHF2, CH2F, CF3, C2-7 alkanoyloxy, Cl-6 alkyl, C3-8 
cycloalkyl, aryl, benzyl, Cl-6 alkoxy, C2-7 alkoxycarbonyl, Cl-6 
thioalkyl, CH2NR13R14, NR13R14 (wherein R13, R14 = H, acetyl, 
methanesulf onyl, and Cl-6 alkyl); or R2 and R16, when taken together with 
the carbon to which they are attached, may form a C4-7 cycloalkyl; R3 = H, 
C1-C6 alkyl, C3-C5 cycloalkyl, aryl, benzyl; Rl, R4, R5 = H, Cl-6 alkyl, 
aryl, benzyl; or R4 and R5, when taken together with the carbon to which 
they are attached, may form a spiro C3-5 cycloalkyl; A = C5-12 alkyl, a 
C3-13' carbocyclic ring, (un) substituted Ph, 1-naphthyl, 2-naphthyl, 
indanyl, indolyl, benzofuranyl, benzothiofuranyl, fluorenyl, or 
acenaphthenyl] , or a pharmaceutical^ acceptable salt, ester, amide, 
complex, chelate, solvate, stereoisomer, stereoisomeric mixture, geometric 
isomer, crystalline or amorphous form, metabolite, metabolic precursor or * 
prodrug thereof. The compds . of the present invention may be incorporated 
in compns. and kits. These compds. are ion channel modulators for 
potassium channels such as a voltage-activated, a cardiac, and a neuronal 
potassium channel and for sodium channels such as a voltage-activated, a 
ligand-activated, a cardiac, a neuronal, a skeletal, a central a nervous 
system, and a peripheral nervous system sodium channel. The present 
invention also discloses a variety of in vitro and in vivo uses for the 
compds. and compns., including the treatment or prevention of (a) atrial, 
ventricular, or supraventricular arrhythmia as well as atrial or 
ventricular fibrillation, (b) diseases of central nervous system such as 
convulsion, epileptic spasms, depression, anxiety, and schizophrenia, (c) 
cardiovascular diseases such as hypertension, heart failure, and 
hypotension, (d) cerebral or myocardial ischemias such as stroke, (e) 
long-QT syndrome, (f) migraine, (g) diabetes mellitus, (h) myopathies such 
as Becker's myotonia, myasthenia gravis, paramyotonia congenital, 
malignant hyperthermia, hyperkalemic periodic paralysis, and Thomsen's 
myotonia, (i) autoimmune disorders, (j) graft rejection in organ 
transplantation or bone marrow transplantation, (k) dementia, (1) 
alopecia, (m) sexual . dysfunction such as impotence, (n) demyelinating 
diseases such as multiple sclerosis, amyotrophic lateral sclerosis, and 
Parkinson's disease, (o) cystic fibrosis, (p) respiratory disorders such 
as cough and asthma, (q) inflammation such as arthritis, (r) allergies, 
(s) urinary incontinence, and (t) gastrointestinal 
disorders such as irritable bowel syndrome, gastrointestinal 
inflammatory diseases, and ulcer, (u) for producing analgesia or local 
analgesia, and (v) for enhancing libido. Thus, a mixture of 

2-amino-3- [3- (2, 6-dichlorophenyl ) propoxy] pyridine (1.4 g, 4.7 mmol, preparation 

given), chloroacetone (1.6 ml, 18.8 mmol), and mol . sieves (5.0 g, type 

4A, beads, 8-12 mesh) in anhydrous methanol (80 mL) was refluxed for 3 days 
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to give, after work-up, purification on a silica gel column, and conversion 
into the HC1 salt, 8- [ 3- (2 , 6-dichlorophenyl ) propoxy] -2 -methyl imidazo [ 1, 2- 
a]pyrimidine monohydrochloride (II). II in vitro exhibited the 
half -maximal inhibition (IC50) of 0.3, and 0.8 uM against sodium and 
potassium channel, resp. 
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AB The invention concerns therapeutically useful compds . I [wherein: 
OH, Cl-3 alkoxy, hydroxy-Cl-3-alkyl, alkoxy-Cl-3-alkyl, th|iol, 
Cl-6-alkylsulphanyl, or halo; B, D = H, Cl-6-alkyl, f luoro-Cl-6-alkyl, or 
- : "perfluoro-Cl-2-alk : yT; or 1 BD'" = 0x07' - RF ,} - V fun-) substituted' 'Ph; Vi ri'aphthy^/^or- ™ 
C4-5-heteroaryl; R2, R3 = H, halo, Cl-6-alkyl; R4 = H, OH, or halo; R5, R6 
= H, Cl-6-alkyl, C2-6-alkenyl, C3-6-cycloalkyl, C3-6-cycloalkenyl, 
fluoro-Cl-6-alkyl, perf luoro-Cl-2-alkyl; or R5R6 = C2-6-alkylene or 
C3-6-alkenylene chain optionally substituted by Cl-4-alkyl] and their 
salts. Claims cover the compds. I, 5 specific examples of I, diol 
intermediates for I, a process for preparation of I from the diols, medicament 
and pharmaceuticals containing I, and their use. In particular, use of I to 
prepare medicaments for treatment of urinary incontinence, venous 
insufficiency, migraine, or gastrointestinal disorders 

is claimed. A table of 79 invention compds., primarily as free bases and 
pamoate salts, is given, along with 3 detailed syntheses and 3 bioassays. 
For instance, 2-phenyl-3-methyl-8-vinylquinoline (preparation given) was 
dihydroxylated with AD-mix-ct to give the 8.- (1 (S) , 2-dihydroxyethyl ) 
compound, which underwent monoprotection as the 2-TBDMS ether, 
mesylation to give the 1 (S) -mesylate, coupling of this 

.with 2 (R)-methylpiperidine, deprotection, and acidification, to give the 
(R,R) -isomeric title compound II.HC1. In a pithed rat bioassay, i.v. 
administration of I typically increased urethral pressure potently (PU10 
doses of 5 to 200 M-g/kg) , but less so arterial pressure (typical PA10 
doses of 600 to 2000 ng/kg, PA50 unattained) . 
REFERENCE COUNT: 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AB The title compds . [I; A1-A4 = N, O, C(O), etc. (wherein A1-A4, together 

the carbon atoms to which they are attached, form a 5-6 membered ring) ; E 
= R3-aryl, R3-heteroaryl; W = R4-cycloalkyl / R4-aryl, etc.; Rl, R3, R4 =. 
H, halo, Cl-6 alkyl, etc.; R5, R7, R9, Rll = H,.Cl-6 alkyl, CF3, etc.; R6, 
R8 = R5, (CR9R10)nORll f etc.; RIO = H, Cl-6 alkyl; Q = a bond, C(O), O, 
etc.; Yl = (CR9R10)m, G(CR9R10)m, (CR9R10)mG; G = CHR2; R2 = CF3, C2F5, 
N02-, etc.; J = a bond, O, S(0)e, etc.; Y2 = (CR9R10)m; Zl = H, Cl-6 alkyl, 
CF3, etc.; e, n = 0-2; m = 0-3; r, s = 1-4], useful in treating asthma, 
cough, bronchospasm, inflammatory diseases, and gastrointestinal 
disorders, were prepared and formulated. Thus, reaction of 
TBDMS-derivative of 4-amino-3- ( 3, 4-dichlorophenyl ) butanol with 
3, 4, 5-trimethoxybenzoic acid followed by the methylation of the NH group 
of the resulting benzamide, the removal of TBDMS group, treatment of the 
intermediate ale. with MeS03H, and reaction of the mesylate with 
No-methyl-tryptamine afforded II which showed Ki of 25 nM against 
NK1 and Ki of 33 nM against NK2 . 
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